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Supplementary Methods — Virological Methods

NP swabs were collected through validated devices containing flocked swabs and virus transport
medium. Respiratory samples were collected in sterile containers and were sent, as swabs, to the
laboratory to be processed within 24 hours after sampling for SARS-CoV-2 detection, blind from
allocated treatment. Each sample was then sent after freezing, to the National Centre for Viral
Respiratory Infections (Hospices Civils de Lyon, France) for the determination of the normalised viral
load. The analysis of the NP swab was performed blinded to treatment arm. RNA extraction was
performed on the EMAG® platform (bioMerieux, Marcy-I'Etoile, France), using manufacturer's
instructions. RNA was extracted from 200 pL of sample eluted in 50 uL of elution buffer. Then, SARS-
CoV-2 viral load was measured by quantitative RT-PCR using the RT-PCR RdRp-1P4 developed by the
French National Centre for Viral Respiratory Infections (Institut Pasteur, Paris) widely used in French
laboratories at the beginning of the pandemic. The amplification protocol was developed for viral
quantification using QuantStudio 5 rtPCR Systems (Thermo Fisher Scientific, Waltham, Massachusetts,
USA). This RT-PCR targets the RdRp gene and is one of the most sensitive methods available [1] .
SARS-COV-2 viral loads were measured according to a scale of calibrated in-house plasmids,
harbouring the RdRp target and developed specifically for this quantification. The 10-fold diluted
calibrated plasmid ranges from 5.10 to 5.10° copies/5 pL. The strict validation criteria applied to each
PCR allowed for a reproductible quantification run after run. The quality of NP swabs was checked
using the CELL Control r-gene® kit (Argene_BioMérieux, Marcy-I'Etoile, France) targeting the human
gene HPRT-1. This kit is provided with a quantified plasmid for cellular quantification. If cell
quantification was below 500 cells/5uL, the sample was considered of poor quality for viral load to be
measured. To homogenise the viral loads determinations between participants and sampling times, we
computed a normalised SARS-CoV-2 viral load by dividing the viral load measured in the sample by
the number of cells measured, and expressed it in logio of RNA copies per 10 000 cells. The limit of
detection (LoD) of RT-PCR for the viral load was 4 copies / reaction, which corresponds to a limit of
detection for normalised viral loads of 1 logio copies/100 000 cells. We estimated the LoD using a probit
analysis by analysing dilutions of a quantified cell culture supernatants. Probit analysis consists of
describing the relationship between the probability of detection and concentration using a cumulative
probability curve. For each dilution, the ratio (the hit rate) is computed as the number of replicates with
a detected outcome per the total number of replicates tested. These hit rates are converted
mathematically into cumulative normal probability units (probits) and fitted using a regression model
vs. their respective concentrations. The LoD is defined as the lowest amount of viral genome that can
be detected with a 95% hit rate. In the study, all viral loads strictly under 1 logio copies/100 000 cells
were considered under the LoD and were reported in the e-CRF as a negative result. If a rebound in viral

excretion was observed, the sample was retested for confirmation.
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Supplementary Table S1. Baseline characteristics of participants included in the intention to treat population of the DisCoVeRYy trial, overall and

according to randomization arm and to disease severity at randomization.

NPS, Nasopharyngeal swabs. * denotes variables with missing data.

Moderate Severe
Overall (N=504) Remdesivir (N=253) Control (N=251) Overall (N=328) Remdesivir (N=161) Control (N=167)

Median age — yr [IQR] 63 [53; 73] 62 [54; 73] 64 [52; 72] 65 [56; 72] 64 [56; 73] 65 [56; 72]
Male sex — no. (%) 336 (66.7%) 165 (65.2%) 171 (68.1%) 243 (74.1%) 126 (78.3%) 117 (70.1%)
Ethnicity* — no. (%)

- Caucasian 286 (63.4%) 137 (60.6%) 149 (66.2%) 213 (78.0%) 107 (79.9%) 106 (76.3%)

- North African 70 (15.5%) 34 (15.0%) 36 (16.0%) 40 (14.7%) 15 (11.2%) 25 (18.0%)

- Sub-Saharan African 37 (8.2%) 25 (11.1%) 12 (5.3%) 10 (3.7%) 5 (3.7%) 5 (3.6%)

- Other 58 (12.9%) 30 (13.3%) 28 (12.4%) 10 (3.7%) 7 (5.2%) 3 (2.2%)
Number of coexisting conditions* — no. (%)

-0 133 (26.6%) 65 (26.0%) 68 (27.2%) 86 (26.5%) 44 (27.8%) 42 (25.3%)

-1 175 (35.0%) 89 (35.6%) 86 (34.4%) 101 (31.2%) 53 (33.5%) 48 (28.9%)

-2 116 (23.2%) 65 (26.0%) 51 (20.4%) 78 (24.1%) 32 (20.3%) 46 (27.7%)

- >2 76 (15.2%) 31 (12.4%) 45 (18.0%) 59 (18.2%) 29 (18.4%) 30 (18.1%)
Coexisting condition* — no. (%)

- Obesity 150 (30.4%) 77 (31.4%) 73 (29.4%) 128 (39.6%) 61 (38.9%) 67 (40.4%)

- Chronic cardiac disease 138 (27.6%) 74 (29.6%) 64 (25.6%) 91 (28.2%) 37 (23.6%) 54 (32.5%)

- Diabetes mellitus 132 (26.4%) 66 (26.4%) 66 (26.4%) 85 (26.2%) 38 (24.1%) 47 (28.3%)

- Chronic pulmonary disease 93 (18.6%) 44 (17.6%) 49 (19.6%) 53 (16.4%) 27 (17.2%) 26 (15.7%)
- Chronic kidney disease (stage 1 to 3) 28 (5.6%) 11 (4.4%) 17 (6.8%) 23 (7.1%) 8 (5.1%) 15 (9.0%)
- Auto-inflammatory disease 26 (5.2%) 11 (4.4%) 15 (6.0%) 15 (4.6%) 6 (3.8%) 9 (5.4%)

- Malignant hemopathy 16 (3.5%) 5 (2.2%) 11 (4.8%) 19 (6.7%) 11 (8.0%) 8 (5.6%)
d;mg;‘tri‘;;"c neurological disorder (including 21 (4.2%) 9 (3.6%) 12 (4.8%) 13 (4.0%) 9 (5.7%) 4 (2.4%)

- Mild liver disease 19 (3.8%) 9 (3.6%) 10 (4.0%) 11 (3.4%) 6 (3.8%) 5 (3.0%)

- Active malignant neoplasm 22 (4.4%) 10 (4.0%) 12 (4.8%) 6 (1.9%) 3 (1.9%) 3 (1.8%)

- Transplantation 5 (1.0%) 1 (0.4%) 4 (1.6%) 6 (1.9%) 1 (0.6%) 5 (3.0%)

- Asplenia 3 (0.6%) 0 (0.0%) 3 (1.2%) 1 (0.3%) 1 (0.6%) 0 (0.0%)

- AIDS/HIV not on HAART 2 (0.4%) 0 (0.0%) 2 (0.8%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

- Smoking status (current or former) 85 (17.8%) 46 (19.4%) 39 (16.2%) 56 (18.2%) 27 (17.8%) 29 (18.7%)
- Smoking status (current) 19 (4.0%) 10 (4.2%) 9 (3.7%) 13 (4.2%) 5 (3.3%) 8 (5.2%)
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Moderate Severe
Overall (N=504) Remdesivir (N=253) Control (N=251) Overall (N=328) Remdesivir (N=161) Control (N=167)
Median time from symptoms onset to . . . . . .
randomization* — days [IOR] 8.0 [6.0; 11.0] 9.0 [6.0; 11.0] 8.0 [6.0; 11.0] 9.0 [7.0; 12.0] 9.0 [7.0; 11.0] 10.0 [7.0; 12.0]
Severity of COVID-19 at randomization — no. (%)

- Moderate 504 (100.0%) 253 (100.0%) 251 (100.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

- Severe 0 (0.0%) 0 (0.0%) 0 (0.0%) 328 (100.0%) 161 (100.0%) 167 (100.0%)
Ventilatory support at randomization — no. (%)

- Room air 12 (2.4%) 6 (2.4%) 6 (2.4%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

- Oxygen support (Nasal cannula, face mask) 492 (97.6%) 247 (97.6%) 245 (97.6%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

- High Flow Oxygen device (e.g. optiflow) 0 (0.0%) 0 (0.0%) 0 (0.0%) 148 (45.1%) 71 (44.1%) 77 (46.1%)

- Non-Invasive ventilation 0 (0.0%) 0 (0.0%) 0 (0.0%) 31 (9.5%) 15 (9.3%) 16 (9.6%)

- Invasive Mechanical Ventilation 0 (0.0%) 0 (0.0%) 0 (0.0%) 147 (44.8%) 75 (46.6%) 72 (43.1%)

- ECMO 0 (0.0%) 0 (0.0%) 0 (0.0%) 2 (0.6%) 0 (0.0%) 2 (1.2%)
NEWS-2* — no. (%) 7.0 [6.0-9.0] 7.0 [5.0-9.0] 7.0 [6.0-9.0] 10.0[9.0-13.0] 10.0[9.0-13.0] 10.0 [9.0-12.5]
7-point ordinal scale at baseline — no. (%)

3. Hospitalized, not requiring supplemental oxygen 16 (3.2%) 8 (3.2%) 8 (3.2%) 0 (0.0%) 0 (0.0%) 0 (0.0%)

4. Hospitalized, requiring supplemental oxygen 464 (92.1%) 233 (92.1%) 231 (92.0%) 21 (6.4%) 8 (5.0%) 13 (7.8%)
fi‘S. Hospltallzed,_on non-invasive ventilation or high 22 (4.4%) 11 (4.3%) 11 (4.4%) 161 (49.1%) 79 (49.1%) 82 (49.1%)

oW oxygen devices
0t:.EI—ICo'\s/IpoltaI|zed, on invasive mechanical ventilation 2 (0.4%) 1 (0.4%) 1 (0.4%) 146 (44.5%) 74 (46.0%) 72 (43.1%)
Randomization site* — no. (%)

- IcU 51 (10.2%) 29 (11.6%) 22 (8.8%) 314 (96.6%) 153 (96.2%) 161 (97.0%)

- Conventional unit 449 (89.8%) 221 (88.4%) 228 (91.2%) 11 (3.4%) 6 (3.8%) 5 (3.0%)
Median viral load on NPS at baseline* — logio . . . . . .
¢p/10,000 cells [IOR] 3.0[1.7; 4.4] 3.2[1.7;4.5] 2.8[1.8; 4.3] 3.5[1.9; 4.8] 3.4[1.8; 4.5] 3.8[2.1;5.0]
Biological data at baseline* — median [I1QR]

- Minimal lymphocyte count (10%L) 0.9]0.7; 1.3] 0.9]0.7; 1.2] 0.9[0.7; 1.4] 0.7]0.5; 0.9] 0.7]0.5; 0.9] 0.7]0.5; 0.9]

- Maximal neutrophil count (10%L) 4.7[3.3;7.4] 4.8[3.3;7.8] 4.7[3.2;6.8] 7.1[5.1;9.9] 7.1[5.8;9.7] 7.0[4.6; 10.0]

- Maximal platelet count (10%/L) 208.5 [162.0; 286.0] | 209.5[168.0; 295.0] | 204.5[159.0; 284.0] | 244.0[183.0; 306.5] 243.0 [179.0; 320.0] 244.0 [187.0; 301.0]

- Maximal urea (mmol/L) 6.0 [4.0; 8.0] 6.0 [4.0; 8.0] 6.0 [4.0; 8.0] 8.0[6.0; 11.0] 8.0[6.0; 11.0] 7.5[5.0; 11.0]

- Maximal creatininemia (umol/L)

75.0 [61.0; 91.0]

74.0 [60.0; 92.0]

75.0 [61.0; 91.0]

74.0 [61.0; 98.0]

73.0 [60.0; 97.0]

75.5 [61.0; 99.0]

- Maximal AST / SGOT (U/L)

44.0 [32.0; 63.0]

44.0 [32.0; 67.0]

44.0 [31.0; 60.0]

49.0 [35.0; 71.0]

48.0 [35.0; 68.0]

50.0 [36.0; 73.0]

- Maximal ALT / SGPT (U/L)

36.0 [23.0; 59.0]

36.0 [24.0; 55.0]

37.0 [23.0; 59.0]

38.0 [23.0; 61.0]

35.0 [23.0; 53.0]

40.0 [24.0; 65.0]

- Maximal Total Bilirubin (umol/L)

8.6 [6.0; 12.0]

8.3[6.0; 12.0]

8.7 [6.0; 12.0]

9.0 [6.0; 13.0]

8.8 [6.0; 12.0]

9.0 [6.0; 13.2]
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Moderate Severe
Overall (N=504) Remdesivir (N=253) Control (N=251) Overall (N=328) Remdesivir (N=161) Control (N=167)
Maximal International Normalized Ratio 1.1]1.0;1.2] 1.1]1.0;1.2] 1.1[1.0;1.2] 1.1]1.0;1.2] 1.1]1.0;1.2] 1.1]1.1;1.3]

Maximal C-Reactive Protein (mg/L)

92.0 [49.0; 151.0]

89.5 [49.5; 143.0]

96.0 [49.0; 157.0]

126.5 [78.0; 195.5]

122.0 [74.0; 183.0]

130.0 [80.0; 205.0]

Maximal D-Dimers (ug/L)

828.0 [540.0; 1300.0]

805.0 [500.0; 1217.0]

913.0 [570.0; 1491.5]

1155.0 [620.0; 2355.0]

1208.0 [711.0; 2345.0]

1080.0 [620.0; 2355.0]

Maximal Procalcitonin (g/mL)

0.2 [0.1; 0.4]

0.2 [0.1; 0.4]

0.2 [0.1; 0.4]

0.3[0.2; 1.2]

0.3[0.1; 1.0]

0.4 [0.2; 1.6]

Maximal Ferritin max - mg/L)

666.5 [339.0; 1404.5]

726.5 [401.0; 1435.0]

614.0 [116.0; 1400.0]

913.0 [418.0; 1804.0]

1088.5 [546.5; 2027.0]

864.0 [376.0; 1763.0]
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Supplementary Table S2. Concomitant treatments received during the study course in the patients included in the intention-to-treat population of

the DisCoVeRYy trial, overall, according to randomization arm and to disease severity at randomization.

All patients Moderate Severe

Overall Remdesivir Control Overall Remdesivir Control Overall Remdesivir | Control

(N=832) (N=414) (N=418) (N=504) (N=253) (N=251) (N=328) (N=161) (N=167)
Corticosteroids (general route) — no. (%) 333 (40.0%) | 164 (39.6%) | 169 (40.4%) | 201 (39.9%) | 96 (37.9%) | 105 (41.8%) | 132 (40.2%) | 68 (42.2%) | 64 (38.3%)
- Dexamethasone 271 (32.6%) | 139 (33.6%) | 132 (31.6%) | 166 (32.9%) | 86 (34.0%) | 80 (31.9%) | 105 (32.0%) | 53 (32.9%) | 52 (31.1%)

- Hydrocortisone 24 (2.9%) 10 (2.4%) 14 (3.3%) 8 (1.6%) 4 (1.6%) 4 (1.6%) 16 (4.9%) 6 (3.7%) 10 (6.0%)

- Methylprednisolone 47 (5.6%) 23 (5.6%) 24 (5.7%) 26 (5.2%) 11 (4.3%) 15 (6.0%) 21 (6.4%) 12 (7.5%) 9 (5.4%)
Corticosteroids (inhaled route) — no. (%) 62 (7.5%) 27 (6.5%) 35 (8.4%) 43 (8.5%) 20 (7.9%) 23 (9.2%) 19 (5.8%) 7 (4.3%) 12 (7.2%)

Interleukin-6 inhibitors — no. (%) 7 (0.8%) 5 (1.2%) 2 (0.5%) 5 (1.0%) 4 (1.6%) 1 (0.4%) 2 (0.6%) 1 (0.6%) 1 (0.6%)

- Tocilizumab 7 (0.8%) 5 (1.2%) 2 (0.5%) 5 (1.0%) 4 (1.6%) 1 (0.4%) 2 (0.6%) 1 (0.6%) 1 (0.6%)

Interleukin-1 inhibitors — no. (%) 4 (0.5%) 3 (0.7%) 1 (0.2%) 3 (0.6%) 2 (0.8%) 1 (0.4%) 1 (0.3%) 1 (0.6%) 0 (0.0%)
Angiotensin-receptor blockers — no. (%) 75 (9.0%) 33 (8.0%) 42 (10.0%) | 52 (10.3%) 24 (9.5%) 28 (11.2%) 23 (7.0%) 9 (5.6%) 14 (8.4%)
Antibiotics — no. (%) 344 (41.3%) | 178 (43.0%) | 166 (39.7%) | 193 (38.3%) | 96 (37.9%) | 97 (38.6%) | 151 (46.0%) | 82 (50.9%) | 69 (41.3%)

- Azithromycin 15 (1.8%) 11 (2.7%) 4 (1.0%) 14 (2.8%) 10 (4.0%) 4 (1.6%) 1 (0.3%) 1 (0.6%) 0 (0.0%)
Anticoagulants — no. (%) 436 (52.4%) | 212 (51.2%) | 224 (53.6%) | 266 (52.8%) | 130 (51.4%) | 136 (54.2%) | 170 (51.8%) | 82 (50.9%) | 88 (52.7%)
Parenteral or enteral nutrition — no. (%) 257 (30.9%) | 125 (30.2%) | 132 (31.6%) | 68 (13.5%) 33 (13.0%) | 35(13.9%) | 189 (57.6%) | 92 (57.1%) | 97 (58.1%)
Vasopressors — no. (%) 231 (27.8%) | 107 (25.8%) | 124 (29.7%) | 50 (9.9%) 25 (9.9%) 25 (10.0%) | 181 (55.2%) | 82 (50.9%) | 99 (59.3%)
Extra-renal replacement/hemofiltration — no. (%) 34 (4.1%) 10 (2.4%) 24 (5.7%) 8 (1.6%) 3 (1.2%) 5 (2.0%) 26 (7.9%) 7(4.3%) | 19 (11.4%)
Neuromuscular blocking agents — no. (%) 210 (25.2%) | 97 (23.4%) | 113 (27.0%) | 47 (9.3%) 23 (9.1%) 24 (9.6%) | 163 (49.7%) | 74 (46.0%) | 89 (53.3%)
Inhaled nitric oxide — no. (%) 32 (3.8%) 15 (3.6%) 17 (4.1%) 8 (1.6%) 4 (1.6%) 4 (1.6%) 24 (7.3%) 11 (6.8%) | 13 (7.8%)
Prone positioning — no. (%) 194 (23.3%) | 95(22.9%) | 99 (23.7%) 43 (8.5%) 24 (9.5%) 19 (7.6%) | 151 (46.0%) | 71 (44.1%) | 80 (47.9%)
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Supplementary Table S3. Administration of corticosteroids by general route, before and after
June, 30" 2020 in the intention-to-treat population of the DisCoVeRYy trial, overall and

according to randomization arm and to disease severity at randomization.
On June 30", 2020, results from the RECOVERY trial reported the efficacy of dexamethasone in
reducing mortality of patients hospitalized with COVID-109.

Corticosteroids All patients Moderate Severe

(general route) —no. | Overall | Remdesivir | Control | Overall | Remdesivir | Control | Overall | Remdesivir | Control
(%) (N=832) (N=414) (N=418) [(N=504)| (N=253) |(N=251)| (N=328) (N=161) (N=167)
Patients randomized 80/298 40/150 40/148 | 43/188 21/94 22/94 37/110 19/56 18/54
before June 30, 2020 (26.8%) (26.7%) (27.0%) | (22.9%) (22.3%) (23.4%) | (33.6%) (33.9%) (33.3%)
Patients randomized 253/534 124/264 129/270 | 158/316 75/159 83/157 | 95/218 49/105 46/113
after June 30, 2020 (47.4%) (47.0%) (47.8%) | (50.0%) (47.2%) (52.9%) | (43.6%) (46.7%) (40.7%)
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Supplementary Table S4. Secondary outcomes in the intention-to-treat population of the DisCoVeRYy trial, overall, according to randomization arm

and to severity at randomization.

Analyses were stratified on the disease severity at randomization and adjusted effect measures are reported in the table. ECMO, extracorporeal membrane

oxygenation; OR, Odds-ratio; HR, Hazard ratio; LSMD, least-square mean difference. Estimates are reported with their 95% confidence interval.

Overall (N=832)

Moderate (N=504)

Severe (N=328)

Remdesivir vs.
control Effect
measure (95%ClI)

Remdesivir | Control | Remdesivir| Control | Remdesivi| Control
(N=414) (N=418) (N=253) (N=251) | r(N=161) | (N=167)
7-point ordinal scale at day 3 — no. (%)
3. Hospitalized, not requiring supplemental oxygen 23 (5.6%) | 34(8.1%) | 23(9.1%) | 34(13.5%) | 0(0.0%) 0 (0.0%) OR=0.95
4. Hospitalized, requiring supplemental oxygen 186 (44.9%) | 186 (44.5%) | 178 (70.4%) | 176 (70.1%) | 8(5.0%) | 10 (6.0%) (0.72 10 1 26)
5. Hospitalized, on non-invasive ventilation or high flow oxygen devices 104 (25.1%) | 78 (18.7%) | 37 (14.6%) | 25 (10.0%) | 67 (41.6%) | 53 (31.7%) .[P:O 71']
6. Hospitalized, on invasive mechanical ventilation or ECMO 99 (23.9%) | 117 (28.0%)| 15(5.9%) | 16 (6.4%) |84 (52.2%) | 101 (60.5%) '
7. Death 2 (0.5%) 3 (0.7%) 0 (0.0%) 0 (0.0%) 2 (1.2%) 3(1.8%)
7-point ordinal scale at day 5 — no. (%)
1. Not hospitalized, no limitations on activities 1 (0.2%) 5 (1.2%) 1 (0.4%) 5 (2.0%) 0 (0.0%) 0 (0.0%)
2. Not hospitalized, limitation on activities 2 (0.5%) 14 (3.3%) 2 (0.8%) 14 (5.6%) | 0(0.0%) 0 (0.0%) OR=1.03
3. Hospitalized, not requiring supplemental oxygen 71 (17.1%) | 57 (13.6%) | 65 (25.7%) | 52 (20.7%) | 6 (3.7%) 5 (3.0%) (0.79 to 1 33)
4. Hospitalized, requiring supplemental oxygen 154 (37.2%) | 157 (37.6%) | 133 (52.6%) | 135 (53.8%) | 21 (13.0%) | 22 (13.2%) .[P:O 84]
5. Hospitalized, on non-invasive ventilation or high flow oxygen devices 76 (18.4%) | 55 (13.2%) | 32 (12.6%) | 24 (9.6%) |44 (27.3%) | 31 (18.6%) '
6. Hospitalized, on invasive mechanical ventilation or ECMO 105 (25.4%) | 122 (29.2%) | 18 (7.1%) | 19 (7.6%) |87 (54.0%) | 103 (61.7%)
7. Death 5 (1.2%) 8 (1.9%) 2 (0.8%) 2 (0.8%) 3 (1.9%) 6 (3.6%)
7-point ordinal scale at day 8 — no. (%)
1. Not hospitalized, no limitations on activities 12 (2.9%) | 24 (5.7%) | 12 (4.7%) | 24(9.6%) | 0(0.0%) 0 (0.0%)
2. Not hospitalized, limitation on activities 40 (9.7%) | 57 (13.6%) | 35(13.8%) | 52 (20.7%) | 5(3.1%) 5 (3.0%) OR=0.91
3. Hospitalized, not requiring supplemental oxygen 82 (19.8%) | 67 (16.0%) | 70 (27.7%) | 55 (21.9%) | 12 (7.5%) | 12 (7.2%) (0.71 10 1 16)
4. Hospitalized, requiring supplemental oxygen 134 (32.4%) | 113 (27.0%) | 98 (38.7%) | 79 (31.5%) | 36 (22.4%) | 34 (20.4%) .[P=0 43;]
5. Hospitalized, on non-invasive ventilation or high flow oxygen devices 43 (10.4%) | 34 (8.1%) | 16(6.3%) | 15 (6.0%) |27 (16.8%) | 19 (11.4%) '
6. Hospitalized, on invasive mechanical ventilation or ECMO 92 (22.2%) 110 (26.3%) | 18 (7.1%) | 21(8.4%) |74 (46.0%) | 89 (53.3%)
7. Death 11 (2.7%) | 13(3.1%) 4 (1.6%) 5 (2.0%) 7 (4.3%) 8 (4.8%)
7-point ordinal scale at day 11 — no. (%)
1. Not hospitalized, no limitations on activities 25 (6.0%) | 40 (9.6%) | 22 (8.7%) | 35(13.9%) | 3(1.9%) 5 (3.0%) OR=0.93
2. Not hospitalized, limitation on activities 93 (22.5%) | 108 (25.8%) | 78 (30.8%) | 94 (37.5%) | 15(9.3%) | 14 (8.4%) (0.73t0 1.19)
3. Hospitalized, not requiring supplemental oxygen 79 (19.1%) | 48 (11.5%) | 62 (24.5%) | 33 (13.1%) | 17 (10.6%) | 15 (9.0%) [P=0.58]

4. Hospitalized, requiring supplemental oxygen

97 (23.4%)

82 (19.6%)

62 (24.5%)

49 (19.5%)

35 (21.7%)

33 (19.8%)
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Overall (N=832)

Moderate (N=504)

Severe (N=328)

Remdesivir vs.
control Effect
measure (95%cClI)

Remdesivir | Control | Remdesivir | Control | Remdesivi | Control
(N=414) (N=418) (N=253) (N=251) | r(N=161) | (N=167)
5. Hospitalized, on non-invasive ventilation or high flow oxygen devices 27 (6.5%) | 24 (5.7%) 6 (2.4%) 11 (4.4%) [21(13.0%)| 13 (7.8%)
6. Hospitalized, on invasive mechanical ventilation or ECMO 78 (18.8%) | 96 (23.0%) | 17 (6.7%) | 19 (7.6%) |61 (37.9%) | 77 (46.1%)
7. Death 15 (3.6%) | 20 (4.8%) 6 (2.4%) 10 (4.0%) | 9(5.6%) | 10 (6.0%)
Time to improvement of 1 category of the 7-point ordinal scale within day 29 HR=1.09
— median (IQR) 12 [8-24] 11 [7-26] 11 [8-20] 9[6-15] | 16[10-29] | 17 [10-29] (0.93t0 1.27)
[P=0.28]
Change from baseline in the ordinal scale — median (IQR)
LSMD=-0.01
- today3 0 [0-0] 0 [0-0] 0 [0-0] 0 [0-0] 0 [0-0] 0 [0-1] (-0.09 to 0.08)
[P=0.90]
LSMD=0.00
- today5 0 [0-0] 0 [0-0] 0 [-1-0] 0 [-1-0] 0 [0-0] 0[0-1] (-0.12t0 0.12)
[P=0.98]
LSMD=0.05
- today8 0 [-1-0] 0 [-1-0] 0[-1-0] -1[-2-0] 0[-1-0] 0[-1-1] (-0.12t0 0.22)
[P=0.57]
LSMD=-0.02
- today1l -1 [-2-0] -1 [-2-0] -1[-2-0] -2 [-2-0] 0 [-2-0] 0[-1-1] (-0.22 10 0.19)
[P=0.88]
LSMD=-0.06
- today15 -2 [-2-0] -2 [-3-0] -2 [-2-0] -2 [-3-0] -1[-3-0] 0[-3-1] (-0.29 t0 0.16)
[P=0.60]
LSMD=-0.20
- today 29 -2 [-3--1] -2 [-3--1] -2 [-3--1] -2 [-3--1] -3 [-4-0] -2 [-3-0] (-0.45t0 0.04)
[P=0.11]
Change from baseline in NEWS2 — median (IQR)
LSMD=-0.02
- today5 -1 [-3-1] -1[-3-1] -1 [-4-1] -1 [-4-1] 0[-2-1] 0[-2-2] (-0.55 t0 0.51)
[P=0.95]
LSMD=-0.36
- today1l -2 [-5-1] -2 [-4-1] -3 [-5-0] -2 [-5-0] -1[-4-2] 0 [-4-3] (-1.04 t0 0.32)
[P=0.30]
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Overall (N=832)

Moderate (N=504)

Severe (N=328)

Remdesivir vs.
control Effect
measure (95%cClI)

Remdesivir | Control | Remdesivir| Control | Remdesivi| Control

(N=414) (N=418) (N=253) (N=251) | r(N=161) | (N=167)
LSMD=-0.39
- today15 -3 [-6-0] -2 [-5-0] -4 [-6-0] -4 [-6-0] -2 [-6-2] -1 [-4-3] (-1.13t0 0.35)
[P=0.31]
LSMD=-0.39
- today 29 -4 [-7--1] -4 [-7-0] -4 [-7--1] -4 [-7--2] -4 [-8-0] -3 [-7-2] (-1.24 t0 0.46)
[P=0.37]
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Supplementary Table S5. Proportion of patients with a detectable viral load, normalized viral load, change from baseline of normalized viral loads in
the nasopharyngeal swabs at each sampling time in the intention-to-treat population of the DisCoVeRYy trial, overall, according to randomization

arm and to disease severity at randomization.
Analyses of detectable viral load were stratified on the disease severity at randomization and reported OR are adjusted on disease severity.
NP, nasopharyngeal; OR, odds ratio.

All patients Moderate Severe Remdesivir vs. control
Overall | Remdesivir | Control Overall | Remdesivir | Control Overall | Remdesivir | Control Effect measure.(95%CI)
(N=832) | (N=414) | (N=418) | (N=504) | (N=253) | (N=251) | (N=328) | (N=161) | (N=167)
Detectable viral load in NP swabs — n/N (%
- atbaceline | 372426 | 193227 | 1797199 | 225/263 | 117/139 | 108/124 | 147/163 |  76/88 71775 ]
(87.3%) | (85.0%) | (89.9%) | (85.6%) | (842%) | (87.1%) | (90.2%) | (864%) | (94.7%)
- atday 3 370487 | 197/252 | 173/235 | 223/304 | 126/161 | 97/143 | 147/183 |  71/01 76/92 (03§f01f37)
y (76.0%) | (782%) | (73.6%) | (734%) | (783%) | (67.8%) | (80.3%) | (78.0%) | (82.6%) 1Pe0.25]
- atdavs 306/467 | 160/243 | 146/224 | 185/300 | 99/158 | 86/142 | 121/167 |  61/85 60/82 (0(???01'10‘;2)
y (655%) | (65.8%) | (65.2%) | (61.7%) | (62.7%) | (60.6%) | (725%) | (718%) | (73.2%) s
- atdavs 2001401 | 105212 | 9589 | 117/237 | 64/120 | 53/108 | 83/164 |  41/83 42181 (oggfc?fz »
y (49.9%) | (495%) | (50.3%) | (49.4%) | (49.6%) | (49.1%) | (50.6%) | (49.4%) | (51.9%) s
atdayy | 126290 | 71162 | 55128 | 6854 | 41/89 27/65 | 58/136 | 3073 28/63 (0065Rf01'1025)
y (434%) | (438%) | (43.0%) | (442%) | (461%) | (415%) | (42.6%) | (4L1%) | (44.4%) s
adayis | 1354432 | 62217 | 73215 | 861282 | 41142 | 45/40 | 49150 | 2175 28175 032 0117
y (3L3%) | (28.6%) | (34.0%) | (305%) | (289%) | (321%) | (32.7%) | (28.0%) | (37.3%) The0.23]
adavog | 33349 | 1772 | 1677 | 22247 | 1121 | 11126 | 11102 6/51 5/51 (o(gff:ol'zlge)
y (05%) | (99%) | (00%) | (89%) | (9.1%) | (87%) | (108%) | (118%) | (9.8%) o7
Median viral load in NP swabs, logio cp/10,000 cells [IQR]
- atbaseline | 32 32 32 30 32 28 35 34 38
[18:45] | [17:45] | [19:45] | [1L7:44] | [1.7:45] | [18:;43] | [19:48] | [1.8:45] | [21:50]
 atda 3 23 23 22 22 23 21 25 25 25
y [10:37] | [12:33] | [07:38] | [0.7:34] | [1.3:31] | [0.7:3.7] | [12:3.9] | [1.2:37] | [12;44]
~atday5 17 16 17 L5 15 16 19 17 23
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[0.7; 3.1] [0.7; 2.9] [0.7;3.5] | [0.7;3.0] [0.7; 2.9] [0.7;3.4] | [0.7;3.2] [0.7; 2.9] [0.7;3.8]
- atday 8 0.7 1.0 0.7 0.7 1.0 0.7 0.9 0.9 0.9
[0.7; 2.2] [0.7; 2.2] [0.7;2.3] | [0.7;2.2] [0.7;2.2] [0.7;2.2] | [0.7;2.3] [0.7; 2.2] [0.7; 2.5]
. atday 11 0.7 0.7 0.7 0.7 0.7 0.7 0.7 0.7 0.7
[0.7; 2.0] [0.7;1.9] [0.7;2.1] | [0.7;1.9] [0.7;1.8] [0.7;2.1] | [0.7;2.0] [0.7;1.9] [0.7; 2.1]
- atday 15 0.7 0.7 0.7 0.7 0.7 0.7 0.7 0.7 0.7
[0.7;1.2] [0.7;1.0] [0.7;1.2] | [0.7;1.1] [0.7;1.0] [0.7;1.2] | [0.7;1.3] [0.7;1.0] [0.7;1.5]
Change from baseline of the normalized viral load in NP swabs, logio cp/10,000 cells [IQR]
. atday 3 -0.5 -0.5 -0.5 -0.5 -0.6 -0.5 -0.5 -0.4 -0.7
[-1.3; 0.0] [-1.4;0.0] [-1.3;0.0] | [-1.2;0.0] [-1.4;0.0] [-1.2;0.0] | [-1.4;0.3] | [-1.4;0.3] [-1.5; 0.1]
- atday5 -11 -1.1 -1.0 -1.0 -11 -0.9 -11 -11 -11
[-1.9;0.0] | [-1.9;0.0] | [-1.9;0.0] | [-1.8;0.0] | [-1.9;0.0] [-1.8;0.0] | [-2.1;0.0] | [-2.0;0.0] | [-2.3;-0.4]
_ atdays -1.6 -1.6 -15 -1.5 -1.5 -1.5 -1.8 -1.8 -1.7
[-2.5;-0.4] | [-2.6;-0.4] | [-2.5;-0.3] | [-2.4;-0.3] | [-2.4;-0.4] | [-2.5;-0.2] | [-2.8;-0.4] | [-2.9;-0.3] | [-2.7;-0.4]
- atday 11 -1.9 -2.0 -1.8 -1.9 -2.0 -1.6 -2.0 -2.2 -1.8
[-3.0;-0.5] | [-3.0;-0.6] | [-3.1;-0.5] | [-2.8;-0.6] | [-2.7;-0.6] | [-3.0;-0.5] | [-3.2;-0.5] | [-3.2;-0.5] | [-3.4;-0.5]
- atday 15 -1.9 -2.0 -1.8 -1.7 -1.8 -1.6 -2.4 24 -2.4
[-3.2;-0.8] | [-3.2;-0.7] | [-34;-0.9] | [-3.1;-0.7] | [-3.1;-0.5] | [-3.2;-0.7] | [-3.6;-1.3] | [-3.6;-1.4] | [-3.7;-1.2]
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Supplementary Table S6. Estimated intercepts and slopes of viral load decrease and difference
of slopes between randomization arms, according to disease severity at randomization.
Analyses were stratified on the disease severity at randomization and reported effect measure is
adjusted on disease severity at randomization. Intercepts and slopes are reported with their standard
errors; difference of slopes is reported with its 95% confidence interval.

Remdesivir vs. control

Remdesivir Control Effect measure
(95%Cl)
Moderate Severe Moderate Severe
Intercept, logio -
cp/10,000 cells 2.84 (0.11) | 3.01(0.14) | 3.02(0.12) | 3.18(0.13)
Slope, logio cp/10,000 -0.004
cells/day 0.13(0.01) | 0.15(0.01) | 0.14 (0.01) | 0.15(0.01) (-0.03 10 0.02) [P=0.75]
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Supplementary Table S7. Estimated intercepts and slopes of viral load decrease and difference
of slopes between randomization arms, according to disease severity at randomization and to the
duration of symptoms before randomization.

Intercepts and slopes are reported with their standard errors; differences of slopes are reported with
their 95% confidence interval.

Remdesivir vs. control
Remdesivir Control Effect measure
(95%CI)
Disease Severity |
Intercept, logio cp/10,000 cells 2.90 (0.13) 2.96 (0.14) -
0.001
Moderate | ¢ 50 logio cp/10,000 cells/day | 0.14 (0.01) | 0.14 (0.01) (-0.03 t0 0.04)
[P=0.95]
Intercept, logio cp/10,000 cells 2.92 (0.16) 3.28 (0.16) -
-0.014
Severe Slope, logio cp/10,000 cells/day | 0.16 (0.02) | 0.14 (0.02) (-0.06 t0 0.03)
[P=0.52]
Duration of symptoms prior to randomization |
Intercept, logio cp/10,000 cells 3.33(0.19) 3.76 (0.19) -
<7 days -0.007
- Slope, logio cp/10,000 cells/day 0.18 (0.02) | 0.17 (0.02) (-0.05 t0 0.04)
[P=0.75]
Intercept, logio cp/10,000 cells 2.65(0.12) | 2.72(0.12) -
-0.006
T=14days | gione logso cp/10,000 cellsfday | 012 (0.01) | 0.12 (0.01) (-0.04 10 0.03)
[P=0.73]
Intercept, logio cp/10,000 cells 3.07 (0.43) 2.69 (0.37) -
0.019
>14days | gione, logyo cp/10,000 cellsiday | 0.12 (0.04) | 0.14 (0.05) (-0.11t0 0.15)
[P=0.78]
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Supplementary Table S8. Plasma concentrations of remdesivir and its metabolite GS-441524,
overall and according to disease severity at randomization, in remdesivir-treated participants
from the DisCoVeRYy trial.

\ Overall | Moderate | Severe

Median post-infusion plasma concentration — ng/mL [IQR]

-n 52 38 14
atday 1 |- remdesivir | 2,790 [1,419; 4,935] | 2,868 [760; 4,884] | 2,617 [2,240; 5,180]

- GS-441524 74 [51; 101] 72 [50; 98] 81 [59; 107]
Median trough plasma concentration — ng/mL [IQR]
atday2 |- n 43 31 12

- GS-441524 66 [51; 105] 67 [54; 109] 63 [50; 95.5]
atday5 | n 30 19 11

- GS-441524 61 [47; 94] 72 [57; 105] 53 [42; 69]
atday8 |- n 21 11 10

- GS-441524 62 [44; 87] 70 [62; 121] 46.5 [37; 55]
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Supplementary Table S9. Summary of adverse events according to treatment group in the
modified intention-to-treat population of the DisCoVeRYy trial, overall and according to
randomization arm and to disease severity at randomization.

Numbers refer to number of patients (%). Some patients had more than a single AE. Analyses were
performed on the modified Intention-to-treat population.

no (%) Remdesivir Control

(n=406) (n=418)

Blood and lymphatic system disorders 10 (2%) 10 (2%)
- Anaemia 7 (2%) 8 (2%)
- Haemolytic anaemia 1 (0%) 0 (0%)
- Lymphopenia 1 (0%) 1 (0%)
- Thrombocytopenia 0 (0%) 1 (0%)
- Thrombocytosis 1 (0%) 0 (0%)
Cardiac disorders 21 (5%) 23 (6%)
- Acute coronary syndrome 0 (0%) 1 (0%)
- Arrhythmia 13 (3%) 6 (1%)
- Bradycardia 2 (0%) 2 (0%)
- Cardiac arrest 0 (0%) 4 (1%)
- Cardiac failure 1 (0%) 3 (1%)
- Congestive cardiomyopathy 0 (0%) 1 (0%)
- Left ventricular failure 0 (0%) 1 (0%)
- Myocardial ischaemia 1 (0%) 0 (0%)
- Myocarditis 0 (0%) 1 (0%)
- Tachycardia 4 (1%) 3 (1%)
- Ventricular arrhythmia 0 (0%) 1 (0%)
Gastrointestinal disorders 3 (1%) 7 (2%)
- Bezoar 0 (0%) 1 (0%)
- Faecaloma 1 (0%) 0 (0%)
- Gastrointestinal haemorrhage 0 (0%) 3 (1%)
- Gastrointestinal ulcer 0 (0%) 2 (0%)
- Intestinal ischaemia 1 (0%) 1 (0%)
- Oesophageal ulcer haemorrhage 1 (0%) 0 (0%)
General disorders and administration site conditions 5 (1%) 10 (2%)
- Chest pain 1 (0%) 0 (0%)
- General physical health deterioration 0 (0%) 1 (0%)
- Malaise 0 (0%) 1 (0%)
- Multiple organ dysfunction syndrom 4 (1%) 7 (2%)
- Oedema 0 (0%) 1 (0%)
Hepatobiliary disorders 1 (0%) 2 (0%)
- Cholangitis 0 (0%) 1 (0%)
- Hepatocellular injury 0 (0%) 1 (0%)
- Hepatorenal syndrome 1 (0%) 0 (0%)
Infections and infestations 21 (5%) 28 (%)
- Aspergillus infection 0 (0%) 2 (0%)
- Bacterial infection 3 (1%) 3 (1%)
- Bronchitis 1 (0%) 0 (0%)
- Dengue fever 1 (0%) 0 (0%)
- Hepatitis viral 0 (0%) 1 (0%)
- Infection 1 (0%) 0 (0%)
- Pneumonia 8 (2%) 15 (4%)
- Sepsis 6 (1%) 6 (1%)
- Superinfection fungal 1 (0%) 0 (0%)
- Urinary tract infection 0 (0%) 1 (0%)
Injury, poisoning and procedural complications 16 (4%) 2 (0%)
- Mechanical ventilation complication 1 (0%) 0 (0%)
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no (%) Remdesivir Control
(n=406) (n=418)
- Overdose 1 (0%) 1 (0%)
- Product administration error 14 (3%) 0 (0%)
- Sedation complication 0 (0%) 1 (0%)
Investigations 20 (5%) 7 (2%)
- Aspartate aminotransferase increase 1 (0%) 0 (0%)
- Blood creatine phosphokinase increase 2 (0%) 1 (0%)
- Blood glucose increased 1 (0%) 0 (0%)
- Gamma-glutamyltransferase increase 1 (0%) 0 (0%)
- Glomerular filtration rate decrease 1 (0%) 0 (0%)
- Haemoglobin decreased 0 (0%) 1 (0%)
- Lipase increased 0 (0%) 1 (0%)
- Oxygen consumption increased 0 (0%) 1 (0%)
- Oxygen saturation decreased 1 (0%) 0 (0%)
- Serum creatinine increased 2 (0%) 0 (0%)
- Transaminases increased 11 (3%) 3 (1%)
Metabolism and nutrition disorders 9 (2%) 11 (3%)
- Alkalosis 1 (0%) 2 (0%)
- Decreased appetite 0 (0%) 1 (0%)
- Dehydration 1 (0%) 0 (0%)
- Hyperglycaemia 5 (1%) 4 (1%)
- Hyperkalaemia 0 (0%) 1 (0%)
- Hypernatremia 1 (0%) 0 (0%)
- Hypalbuminaemia 1 (0%) 1 (0%)
- Hyponatraemia 0 (0%) 1 (0%)
- Malnutrition 0 (0%) 1 (0%)
Neoplasms benign, malignant and unspecified 3 (1%) 4 (1%)
- Hepatic cancer 0 (0%) 1 (0%)
- Hepatocellular carcinoma 1 (0%) 0 (0%)
- Lung cancer metastatic 1 (0%) 0 (0%)
- Lung neoplasm malignant 0 (0%) 3 (1%)
- Malignant neoplasm progression 1 (0%) 0 (0%)
Nervous system disorders 6 (1%) 2 (0%)
- Acute haemorrhagic leukoencephalitis 1 (0%) 0 (0%)
- Cerebrovascular accident 2 (0%) 0 (0%)
- Encephalopathy 1 (0%) 0 (0%)
- Extrapyramidal disorder 1 (0%) 0 (0%)
- Hepatic encephalopathy 1 (0%) 0 (0%)
- Neuropathy peripheral 0 (0%) 1 (0%)
- Somnolence 0 (0%) 1 (0%)
Renal and urinary disorders 18 (4%) 23 (6%)
- Acute Kidney injury 15 (4%) 18 (4%)
- Hepatorenal syndrome 0 (0%) 1 (0%)
- Renal failure 2 (0%) 3 (1%)
- Renal tubular disorder 1 (0%) 0 (0%)
- Urinary retention 0 (0%) 1 (0%)
Respiratory, thoracic and mediastinal disorders 90 (22%) 114 (27%)
- Acute respiratory distress syndrome 35 (9%) 37 (9%)
- Acute respiratory failure 30 (7%) 47 (11%)
- Dyspnoea 4 (1%) 3 (1%)
- Dyspnoea exertional 1 (0%) 0 (0%)
- Hypoxia 5 (1%) 4 (1%)
- Lung disorder 0 (0%) 1 (0%)
- Pleural effusion 4 (1%) 4 (1%)
- Pneumomediastinum 0 (0%) 1 (0%)
- Pneumothorax 2 (0%) 4 (1%)
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no (%) Remdesivir Control

(n=406) (n=418)

- Pulmonary embolism 8 (2%) 11 (3%)
- Pulmonary oedema 0 (0%) 1 (0%)
- Respiratory acidosis 1 (0%) 0 (0%)
- Respiratory alkalosis 0 (0%) 1 (0%)
Skin and subcutaneous tissue disorders 0 (0%) 2 (0%)
- Rash 0 (0%) 1 (0%)
- Subcutaneous emphysema 0 (0%) 1 (0%)
Vascular disorders 11 (3%) 4 (1%)
- Device related thrombosis 2 (0%) 0 (0%)
- Haemodynamic instability 1 (0%) 0 (0%)
- Hypertension 0 (0%) 1 (0%)
- Hypotension 2 (0%) 0 (0%)
- Orthostatic hypotension 1 (0%) 0 (0%)
- Shock 4 (1%) 1 (0%)
- Thrombosis 1 (0%) 2 (0%)
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Supplementary Figure S1. Clinical status, as measured by the 7-point ordinal scale, at day 15
and day 29 in the intention-to-treat population of the DisCoVeRy trial, in severe patients
stratified by absence (top) or presence (bottom) of invasive mechanical ventilation or ECMO at
randomization.

Reported numbers refer to the proportion of patients with the corresponding level in each group.
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Supplementary Figure S2. Forrest plot of subgroup analyses of the primary outcome in the
intention-to-treat population of the DisCoVeRY trial.
The widths of the confidence intervals have not been adjusted for multiplicity and therefore cannot be
used to infer treatment effects.

Subgroups Number of patients OR {95%Cl) P-value
Age
<50 135 L 124 (067 to 2.29) 050
[50,70[ 418 — 094 (067 to 1.33) 075
=70 279 —a— 0.96 (064 to 146) 085
Sex
Men 579 —— 091({068t01.22) 053
Wormnen 253 ——— 1.26(0.8110 1.95) 031
Duration of symptoms
prior to randomization
=7 days 264 = 114 (07510 1.75) 054
8-14 days 480 —a— 1.01(0.731t0 1.29) 097
=14 days 66 — 044(0.18t0 1.07) 007
Severity at randomization
Moderate 504 —— 0.85(0621t01.16) 031
Severe 328 —a— 120(082t0177) 035
Country
France 708 —— 1.06(082t0 1.38) 066
Austria 28 N 103 (027 t04.02) 096
Portugal 32 = 104(0.291t03.73) 095
Belgium/Luxembourg 64 — 043(0.17 to 1.05) 007
All patients 832 —_— 0.98 (0.77 to 1.25) 0.85
r T 1
0.20 1.0 50

Control Better Remdesivir Better
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Supplementary Figure S3. Time to new mechanical ventilation, new ECMO or death between
baseline and day 29 in the intention-to-treat population of the DisCoVeRYy trial, according to
disease severity at randomization in moderate and severe disease without ventilation or ECMO
at randomization (panel A), in participants with moderate disease at randomization (panel B)
and in participants with severe disease without ventilation or ECMO at randomization (panel
Q).
In the Panel A, analyses were stratified on the disease severity at randomization and reported hazard
ratio is adjusted on disease severity at randomization.

In the panels B and C, we performed non-prespecified subgroup analyses according to the disease
severity at baseline, and reported hazard ratios are specific to each disease severity subgroup.
Remdesivir (green line); control (black line). HR, Hazard ratio; 95%CI, 95% confidence interval.
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Supplementary Figure S4. Time to improvement of at least 2 categories or the 7-point ordinal
scale or hospital discharge between baseline and day 29 in the intention-to-treat population of
the DisCoVeRYy trial, according to disease severity at randomization in all participants (panel A),
in participants with moderate disease at randomization (panel B) and in participants with severe
disease at randomization (panel C).

Analyses were stratified on the disease severity at randomization and reported aazard ratio is adjusted
on disease severity at randomization. Remdesivir (green line); control (black line). HR, Hazard ratio;
95%Cl, 95% confidence interval.
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Supplementary Figure S5. Time to improvement of at least 2 categories or the 7-point ordinal
scale or hospital discharge between baseline and day 29 in the intention-to-treat population of
the DisCoVeRYy trial, in severe patients stratified by absence (left) or presence (right) of invasive
mechanical ventilation or ECMO at randomisation.

Remdesivir (green line); control (black line).
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Supplementary Figure S6. Time to National Early Warning Score <2 or hospital discharge
between baseline and day 29 in the intention-to-treat population of the DisCoVeRYy trial,
according to disease severity at randomization in all participants (panel A), in participants with
moderate disease at randomization (panel B) and in participants with severe disease at
randomization (panel C).

Remdesivir (green line); control (black line). HR, Hazard ratio; 95%CI, 95% confidence interval.
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Supplementary Figure S7. Time to National Early Warning Score <2 or hospital discharge
between baseline and day 29 in the intention-to-treat population of the DisCoVeRYy trial, in
severe patients stratified by absence (left) or presence (right) of invasive mechanical ventilation
or ECMO at randomisation.

Remdesivir (green line); control (black line).
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Supplementary Figure S8. Time to hospital discharge between baseline and day 29 in the
intention-to-treat population of the DisCoVeRYy trial, according to disease severity at
randomization in all participants (panel A), in participants with moderate disease at
randomization (panel B) and in participants with severe disease at randomization (panel C).
Remdesivir (green line); control (black line). HR, Hazard ratio; 95%CI, 95% confidence interval.
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Supplementary Figure S9. Time to hospital discharge between baseline and day 29 in the
intention-to-treat population of the DisCoVeRYy trial, in severe patients stratified by absence
(left) or presence (right) of invasive mechanical ventilation or ECMO at randomisation.
Remdesivir (green line); control (black line).
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Supplementary Figure S10. Evolution of the normalized SARS-CoV-2 viral load in
nasopharyngeal swabs between baseline and day 15 in the intention-to-treat population of the
DisCoVeRy trial, in severe patients stratified by absence (left) or presence (right) of invasive
mechanical ventilation or ECMO at randomisation: logo viral loads (left), change from baseline
of the logso viral loads (right).

Data are presented as means (95%CI). Remdesivir (green line); control (black line).
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7 CONSORT 2010 checklist of information to include when reporting a randomised trial*
Item Reported
Section/Topic No Checklist item on page No
Title and abstract
la Identification as a randomised trial in the title 1
1b  Structured summary of trial design, methods, results, and conclusions (for specific guidance see CONSORT for abstracts) 9
Introduction
Background and 2a  Scientific background and explanation of rationale 11
objectives 2b  gpecific objectives or hypotheses 12
Methods
Trial design 3a  Description of trial design (such as parallel, factorial) including allocation ratio 12
3b  Important changes to methods after trial commencement (such as eligibility criteria), with reasons Suppl
appendix
Participants 4a  Eligibility criteria for participants 12-13
4b  Settings and locations where the data were collected 12
Interventions 5 The interventions for each group with sufficient details to allow replication, including how and when they were
actually administered 14
Outcomes 6a Completely defined pre-specified primary and secondary outcome measures, including how and when they
were assessed 14-15
6b  Any changes to trial outcomes after the trial commenced, with reasons NA
Sample size 7a  How sample size was determined 16-17
7b  When applicable, explanation of any interim analyses and stopping guidelines 17
Randomisation:
Sequence 8a  Method used to generate the random allocation sequence 13
generation 8b  Type of randomisation; details of any restriction (such as blocking and block size) 13
Allocation 9 Mechanism used to implement the random allocation sequence (such as sequentially numbered containers),
concealment describing any steps taken to conceal the sequence until interventions were assigned
mechanism 13
Implementation 10  Who generated the random allocation sequence, who enrolled participants, and who assigned participants to
interventions 13
Blinding 1lla If done, who was blinded after assignment to interventions (for example, participants, care providers, those 13

assessing outcomes) and how

Page 30 of 42



Supplementary appendix for :
Ader, F. et al. Remdesivir plus standard of care versus standard of care alone for the treatment of patients admitted to hospitalwith COVID-19 (DisCoVeRYy): a phase 3, randomised, controlled,

open-label trial

Statistical methods

Results
Participant flow (a
diagram is strongly
recommended)
Recruitment

Baseline data
Numbers analysed

Outcomes and
estimation

Ancillary analyses

Harms

Discussion
Limitations

Generalisability
Interpretation
Other information
Registration
Protocol

Funding

11b
12a
12b

13a
13b
14a
14b
15
16

17a

17b

18

19

20
21
22

23
24

25

If relevant, description of the similarity of interventions
Statistical methods used to compare groups for primary and secondary outcomes
Methods for additional analyses, such as subgroup analyses and adjusted analyses

For each group, the numbers of participants who were randomly assigned, received intended treatment, and
were analysed for the primary outcome

For each group, losses and exclusions after randomisation, together with reasons

Dates defining the periods of recruitment and follow-up

Why the trial ended or was stopped

A table showing baseline demographic and clinical characteristics for each group

For each group, number of participants (denominator) included in each analysis and whether the analysis was

by original assigned groups
For each primary and secondary outcome, results for each group, and the estimated effect size and its
precision (such as 95% confidence interval)

For binary outcomes, presentation of both absolute and relative effect sizes is recommended

Results of any other analyses performed, including subgroup analyses and adjusted analyses, distinguishing
pre-specified from exploratory

All important harms or unintended effects in each group (for specific guidance see CONSORT for harms)

Trial limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity of analyses
Generalisability (external validity, applicability) of the trial findings

Interpretation consistent with results, balancing benefits and harms, and considering other relevant evidence

Registration number and name of trial registry
Where the full trial protocol can be accessed, if available

Sources of funding and other support (such as supply of drugs), role of funders

NA

18-19

18-19

19-20

Figure 1

19

17

Table 1

19-20

29-22, Table
2, Suppl
Appendix

29-22, Table
2, Suppl
Appendix

29-22, Table
2, Suppl
Appendix

Table 3

24-25

24-25

22-25

19

Suppl
Appendix

19, 28-29
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*We strongly recommend reading this statement in conjunction with the CONSORT 2010 Explanation and Elaboration for important clarifications on all the items. If relevant, we also
recommend reading CONSORT extensions for cluster randomised trials, non-inferiority and equivalence trials, non-pharmacological treatments, herbal interventions, and pragmatic trials.
Additional extensions are forthcoming: for those and for up to date references relevant to this checklist, see www.consort-statement.org.
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